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RECEIVED 
CENTRAL FAX CENTER 

AMENDMENT S TO THR n ATMS SEP 2 6 2005 

1. (Previously Presented) A method of inducing an insulin sensitizing or insulin numetic 
effect in a tissue of a patient, ibs meUiod comprising administering to die patient 4- 
hydroxyisoleacine of formula 

HaC CH CH CH COOH 



OH CH3 NH2 
and/or the lactonic fonn diereof. 

2. (Previously Ptesented) The method of claim I. characterised in that said 4- 
hydroxyisoleucine snd/or lactonic fbtm thereof exercises an insulin mmede and/or insuUtt- 
sensitizing effect at the level of a peripheral tatget tissue of insiUin. 

3. (Previously PtesenteO The meSiod of claim 1, characterised in that said 4- 
hydtoxyisoleucine and/or lactonic foim fliereof reduces phosphatase activi^ affBorinfty^j ^ 
signaling route of tiie insuKn lec^r, and/or stimulates PI 3-kiDase activity on IRS-1 mO/ar 
TRS-2. 

4. (Canceled). 

5. (Previously Pkesented) The mediod of claim I, characterised in that die 4- 
hydioxyisoleucine is presented in the foim of its 2S, 3R, 4S isomer or the corresponding lactone. 
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6. (Previously Pfesented) The mefiiod of cdaim 1, wherein the patient has or is at risk of 
developing insulin resistance. 

7. CPreviously PresenteiQ The metfiod of claim 1 , wherein the patient has w is at lisk of 
developing one or more of the syndioiues associated with insulin resistance. 

8. (Ptewiously Presented) The method of claim l»wheiebfliepatiem has or is at risk of 
developing hypesiinsulinemia. 

9. (Prewously Presented) The method of daun 1, wherein the patient has or is at risk of 
developing insulin resistance associated with ageing. 

10. (Plevion5lyPre8ented)ThBineUiodofclaim I, wherein the patiem has or is at risk of 
devdqping one or more of the illnesMs assodated with (4>esity. 

11. (Canceled). 

12. (PreviouslyPresented)Thenictfaodofclainil.whereinthepatienthasorisatiiskof 
developing diabetes. 

13. (Previously Presented) The method of claim 1, wherein adroiaisiration of the 4- 
hydroxyisoleudne and/or lactonic form thereof reduces the need of the patient for exogenic 
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insulin. 



14. (Previously Presented) Pharmaceutical composition or Idi comprising bQtti insulin 
and 4-bydn»Qdso1eucine of formula 

HbC |H CH CH COOH 

OH CH3 NH2 
and/or the lactomc form thexeof. 

15. (Previously Presented) A me&od of inducing an iosuliD sensitizing effect in a tissue 

of a patient, fte method compriaingadininLstering to the patient 4-hydioxyisoleucine of formula 
H3C— ^CH CH CH COOH 



and/or the lactomc form UiereoH 

16. previously Presented) A method of inducing an insulin mimetic effect in a tissue of 
a patient, the meOiod comprising admioisieriDg to the patient 4-liydro3orisoleucine of fonnula 

H3C CH CH CH COOH 

OH CH3 Ihj 
and/or the lactomc form thereof 

17. (Previously Presented) The method of chiim 1, fin1h« comprising administering 
insulin to the patient 



OH 
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18. (Previously Presented) The method of claim 1, whetein the 4-hydroxyisoleudne 
aad/or lactonio £mn thereof is orally administered to ihe paiiem. 

19. (Previously Presented) The method of claim 1, wherein the 4-hydroxyi8oleucine 
and/or lactonic fiwm tiiereof is administered to die patient two times per day. 

20. (Previously Presented) The method of claim I , wherein the 4-hydn)xyisoleuciiie 
and/or lactonic form tiiereof is admizristered to die patient diree times per day. 

21. (Previously Pttsented) Tlie method of claim 1, wherein fbc 4-hydroxyisoleucine 
and/or lactonic £»m tiioeof is adiQuustered in the fi>im of a cqjsule. 

22. (Previously Presented) The method of claim 1. wherein the 4-hydioxyisoleuciiie 
aod/or lactonic form diereof is adtmnisteied in die Sum of a t^let 

23. (Previously Presented) A mefliod of treating diabetes by inducing an insulm 
sensitizmg or insulin mimetic cflfect in a tissue of apaticnt, themediod comprising administering 
to the patioot 4-hydtoxyisoIeocine of formula 

H3C CH CH CH COOH 

OH CH3 L*2 
aod/or die lactonic fonn thereof 
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